
January 24,202 

Dockets Management Branch 
(HFA-305) 
Food and Drug Administration 
5630 Fishers Lane 
Room 1061 
Rockville, MD 20852 

Re: Docket Number OlD-0488 
Response to FDA Call for Comments 
Draft Guidance for Industry on Food-Effect, Bioavailability and Fed Bioequivalence Studies: 
Study Design, Data Analysis, and Labeling 

Dear Sir or Madam: 

Reference is made to the November 28, 2001 Federal Register notice (FR Dot. OlD-0488) announcing 
the availability of the Food and Drug Administration Draft Guidance entitled, “Draft Guidance for 
Industry on Food-Effect, Bioavailability and Fed Bioequivalence Studies: Study Design, Data Analysis, 
and Labeling”. 

AstraZeneca LP has reviewed the draft guidance and our comments are outlined in the attached 
document. 

We hope that you find this information useful in clarifying and adding to the pending final guidance 
document. Thank you for your consideration. 

Please direct any questions or requests for additional information to me, or in my absence to Bob Orzolek, 
Director, US. Regulatory Affairs-Labeling, at 302/886-4550. 

-Carolyn Russello-Callahan, MS 
Associate Director 
U.S. Regulatory Affairs - Labeling 

725 ChesterSrook Blvd Wayne PA 19087-5677 
f 610 695 iOOO 

www.astrazeneca-L!s.com 



Comments from AstraZeneca on the FDA Draft Guidance for Industry 
Food-Effect ~iuavai~a~ility and Fed Bioequivalence Studies: Study Design, Data Analysis, and 

Labeling 

et the criteria for 

BA and Fed BE 

Immediate-Release 
Suggestion: Delete “fed BE”. We agree that it may be 
important to assess the effect of food on bioavailability before 
the pivotal Phase III studies are conducted. However, we do not 
see the rationale for bioequivalence during fed conditions 
between early formulations. Accurding to lines 123 - 124 (page 
4) it is generally not needed to establish bioequivalence 

and the to-be-marketed 

BA and Fed BE 

Immediate-Release 

make any statements about the effect o oil on absorption or 
adminis~ation.~t Since food effects may well be formulation 
specific, the bioavailability of the new product may be 
different, compared to the RLD, during fed conditions. It may 
also be different from fasting conditions, even if BE between 
the two fo~ulations was assessed fasting. In most cases there 
are no restrictions with regard to drug administration in relation 
to meals in the clinical trials providing evidence of efficacy and 
safety for the original product and patients often take their 

multiple-dose studies are discouraged or, language indicating 
on what circumstances such a design would be allowable. 
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idance should mention first the criteria, or at 

Subject Selection 

Considerations, 
Test Meal 

The first term shown in parentheses is ambiguous; on the 
screen this appears as AI.K&. and in the printed version of the 
PDF it is displayed as AIK&. Please clarify what this 
parameter is intended to be (and if AUCO-4 is intended please 
provide the rationale - is this based upon the fact that this is 
close to the small intestinaf transit time and similar to the time 
after dose intake without intake of food). Why does this 
parameter need to be included in addition to AIN& and C,,? 

AUCG-~ needs to be defined (although it is well defined in other 
guidance documents). 
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viation? What is the definition 

In line 305, do all parameters have to meet the equivalence 
criteria? What about a subset of parameters (see next comment 

maX does not, but only with a minor 
deviation from the criteria (e.g. mean Cm, 3 12% with 90% CI 
of 98-127%). We think that this is a cumn~on situatian. It 

d despite the finding of a significant 
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